Background: A Danish cancer pathway has been implemented for patients with serious non-specific symptoms and signs of cancer (NSSC-CPP). The initiative is one of several to improve the long diagnostic interval and the poor survival of Danish cancer patients. However, little is known about the patients investigated under this pathway. We aim to describe the characteristics of patients referred from general practice to the NSSC-CPP and to estimate the cancer probability and distribution in this population. Methods: A cross-sectional study was performed, including all patients referred to the NSSC-CPP at the hospitals in Aarhus or Silkeborg in the Central Denmark Region between March 2012 and March 2013. Data were based on a questionnaire completed by the patient's general practitioner (GP) combined with nationwide registers. Cancer probability was the percentage of new cancers per investigated patient. Associations between patient characteristics and cancer diagnosis were estimated with prevalence rate ratios (PRRs) from a generalised linear model. Results: The mean age of all 1278 included patients was 65.9 years, and 47.5 % were men. In total, 16.2 % of all patients had a cancer diagnosis after six months; the most common types were lung cancer (17.9 %), colorectal cancer (12.6 %), hematopoietic tissue cancer (10.1 %) and pancreatic cancer (9.2 %). All patients in combination had more than 80 different symptoms and 51 different clinical findings at referral. Most symptoms were non-specific and vague; weight loss and fatigue were present in more than half of all cases. The three most common clinical findings were 'affected general condition ' (35.8 %), 'GP's gut feeling' (22.5 %) and 'findings from the abdomen' (13.0 %). A strong association was found between GP-estimated cancer risk at referral and probability of cancer. Conclusions: In total, 16.2 % of the patients referred through the NSSC-CPP had cancer. They constituted a heterogeneous group with many different symptoms and clinical findings. The GP's gut feeling was a common reason for referral which proved to be a strong predictor of cancer. The GP's overall estimation of the patient's risk of cancer at referral was associated with the probability of finding cancer.
Background
Cancer is the most common cause of death in Denmark and many other countries. One in five of all citizens in the developed world will die from cancer [1] . British and Danish cancer patients experience poorer cancer survival rates than patients from other western countries [2, 3] . Differences in public cancer awareness, health-care seeking behaviour, diagnostic pathways and treatment options have been suggested as important contributing factors [3] . Studies indicate that early diagnosis of cancer is important for improving the prognosis [4, 5] . The health care system must, therefore, provide medical services for prompt cancer diagnosis.
The majority of patients with cancer have a symptomatic presentation of the disease [6] . Symptoms are often diverse and may evolve over time as the cancer develops. In many health systems, general practitioners (GPs) form the first line of health care and provide medical advice to an unselected group of people. At the same time, GPs often act as 'gatekeepers' to ensure appropriate and timely flow of patients into the more specialized health services [7] . Thus, general practice plays a central role in diagnosing cancer [8] [9] [10] . Furthermore, the use of general practice has been shown to increase significantly several months before a patient is diagnosed with cancer [11] ; this indicates an open 'diagnostic window'.
To reduce the length of the diagnostic interval, several countries have implemented urgent referral cancer pathways [9, 12, 13] for patients with clinical suspicion of cancer [14] . In the UK, such pathway was introduced as the 2-week wait referral (2WW) system [15] . The first Danish Cancer Patient Pathways (CPPs) for diagnosis and treatment of suspected cancer were implemented in 2008; these are specific clinical pathways for several of the most common cancers/cancer sites [14, 16] . Once the GP refers the patient to a CPP, all diagnostic and treatment procedures will be promptly organised in well-defined processes; all relevant clinical investigations and treatments will be planned and booked within a given number of days. The aim of the CPP is to offer patients optimal diagnosis and treatment, which may ultimately improve their prognosis, and to provide better quality of life by reducing the insecurity that tends to accompany unwarranted delays.
Alarm symptoms of cancer and the related practice guidelines [17] are the primary focus of both the Danish and the British pathways [18, 19] . This approach may result in shorter diagnostic intervals [20] for patients with specific alarm symptoms. However, only approx. 40 % of all cancer patients seem to have benefitted from the implementation of the CPPs based on alarm symptoms as demonstrated by British and Danish studies [21, 22] . This is due to the fact that only half of cancer patients initially present symptoms classified as alarm symptoms by the GP [8, 21] , findings from the UK indicate similar figures [20] . As a consequence of these findings, additional CPPs were implemented in Denmark in 2011 for patients with serious non-specific symptoms and signs of cancer (NSSC-CPP) [23] . These provided the Danish GPs with the opportunity to refer patients with serious non-specific symptoms for further diagnostic workup if cancer is suspected although no alarm symptoms (qualifying for specific CPP routes) are present [24] . However, the consequences of this urgent referral modality are not known at present. In particular, more information is needed on i) which patients are referred, ii) which factors constitute the basis of the referral and iii) whether or not the investigated patients have cancer.
This paper aims to describe the characteristics of patients referred from general practice to the Danish NSSC-CPP and to estimate the probability and distribution of cancers in this population.
Methods
We performed a cross-sectional study including all patients aged 18 years or more who were referred to the NSSC-CPP at the hospitals in Aarhus or Silkeborg in the Central Denmark Region between 7 March 2012 and 27 March 2013. All identified patients were followed up for six months for the diagnosis of cancer.
Setting and NSSC-CPP organisation
All Danish residents are entitled to tax-financed public health-care benefits with free access to health care. More than 98 % of Danish citizens are registered with a specific general practice. The GPs act as gatekeepers to the rest of the health-care system, except for emergencies [25] .
During one year, 85 % of the Danish population is in contact with general practice.
All patients referred from their GP to the NSSC-CPP underwent a filter function comprising three components: a battery of blood tests, a urine test and diagnostic imaging. The diagnostic imaging consisted of an abdominal ultrasound and a chest X-ray performed at Silkeborg hospital and a CT scan (with contrast) of chest, abdomen and pelvis performed at Aarhus University Hospital. The results of the diagnostic imaging were first assessed by a radiologist, and the GP subsequently interpreted all test results in combination and decided on further diagnostic steps to be taken. Such steps could be either watchful waiting or referral to a diagnostic centre for further investigations. If a specific disease or type of cancer was suspected, further steps could also involve referral to a medical specialist or another cancer-specific CPP (Fig. 1) .
A diagnostic centre is a medical unit with comprehensive facilities for diagnostic investigation, including easy access to expertise in a wide range of relevant medical specialties (e.g. oncology, gynaecology, gastroenterological surgery, orthopaedics and radiology). NSSC-CPP patients referred to a diagnostic centre must undergo further investigations on the basis of presented symptoms and clinical findings (e.g. blood tests, diagnostic imaging, endoscopies and biopsies). Based on the findings, the patient is either referred to a CPP for a specific cancer, to a specific hospital department or back to the GP.
The Danish medical services are divided into five regions, and each of these regions must have at least one diagnostic centre. Approx. 15 centres have so far been established in Denmark.
Identification of patients
All patients who underwent the filter function were identified and included. In the Silkeborg catchment area, eligible patients were identified by a digital marker on the battery of blood tests. At the hospital in Aarhus, all patients receiving CT scans as part of the filter function were identified with a particular code.
The unique civil registration number (CRN), which is assigned to all Danish citizens, links the medical records at the personal level across the Danish national registries [26] . Newly identified patients were extracted every two weeks, and we linked these data to the Health Service Registry (HSR) in the Central Denmark Region to identify the GP of each of the included patients.
Some referrals to the NSSC-CPP were made from hospital departments. To ensure inclusion of only relevant patients, we sent a letter to the GPs of the patients who were referred from the hospital to clarify whether the GP had been involved in the referral of this particular patient.
In total, 1899 referrals (1837 unique patients) were identified. We decided to consider two referrals of the same patient as two separate events if six or more months had passed between the referrals.
A total of 167 (8.0 %) referrals were excluded for the following reasons: same patient referred within six months (51 referrals), patient under 18 years (eight referrals), cancer within one year prior to current referral (41 referrals), recurrence of known cancer (15 referrals), questionnaire rejected and returned by the GP for various reasons, e.g. retirement of the referring GP (52 referrals). In total, 1732 referrals were included in the study (Fig. 2 ).
Data collection
A pilot-tested paper questionnaire was sent to the GP of the identified patient no more than two weeks after inclusion of the patient in the study. This procedure was followed for all included patients. Non-respondents received a reminder after three weeks. In general practices with more than one GP, we asked the GP who was most familiar with the patient to complete the questionnaire. Participating GPs were remunerated for each completed questionnaire (DKK 121 corresponding to approx. EUR 16).
The GPs provided information regarding the patient's symptoms, known chronic diseases and estimated risk of cancer at referral in addition to clinical findings, abnormal diagnostic test results and level of the GP's 'gut feeling' (understood as clinical intuition) regarding possible serious disease. Furthermore, the date of the first symptom presentation to the GP/practice was reported.
Symptoms were defined as presence or absence of 21 specified symptoms at the time of referral, with the option to add other symptoms that were not listed. As far as possible, all symptoms were classified according to the International Classification of Primary Care, second edition (ICPC-2) [27] . Clinical findings were defined as the GP's abnormal findings during the clinical examination of the patient. Diagnostic test results were defined as diagnostic tests that were considered abnormal and highly relevant for the overall pathological picture at the time of referral. In accordance with Stolper's work, we define gut feeling as 'a physician's intuitive feeling that something is wrong with the patient, although there are no apparent clinical indications for this, or a physician's intuitive feeling that the strategy used in relation to the patient is correct, although there is uncertainty about the diagnosis' [28] .
In line with the Aarhus Statement [13] , the primary care interval was defined as the time from the patient's first symptom presentation at the GP/practice until referral to the NSSC-CPP. To ensure accurate data, we used the registered inclusion date as the referral date, i.e. the electronically registered date at which the filter function had been ordered.
Data regarding each patient's cancer diagnosis were retrieved from the Danish Cancer Registry (DCR) [29] [30] [31] . These data were available only for the period until 31 December 2012. Cancer diagnoses made after this date were retrieved from the National Patient Registry (NPR) until six months after the date for inclusion of the last patient. The identification of incident cancers from the NPR has proven to be reliable as 95 % of the cancer diagnoses are displayed after four months and with high validity [32] . The date of diagnosis in the NPR was defined as the first date of the hospital admission at which the cancer diagnosis was confirmed in the DCR. If the patient was diagnosed with ICD-10 codes C760-C800 (i.e. malignant neoplasm's of ill-defined, other secondary and unspecified sites), we searched and replaced this code with a more cancer-specific diagnostic code if the diagnosis had been made no more than two months after the date at which the cancer incidence had first been registered.
Data collection regarding referral for further examination at the diagnostic centre at the hospital in Aarhus did not start until 1 August 2012. Thus, the data collection for the data shown in Table 4 started nearly five months later than the data collection from the hospital in Silkeborg.
Statistical analyses
We used chi-square (χ2) test and Wilcoxon rank-sum test to identify differences between participating and nonparticipating GPs, to examine variations in the primary care interval between patients with and without cancer and to calculate the prevalence ratio (PR) in Table 5 . The primary care intervals are presented as medians as well as 75 and 90 percentiles.
Cancer probability is presented as the percentage of included patients who were diagnosed with a new cancer within six months after the referral date. Associations between different patient characteristics and subsequent cancer diagnosis were estimated with prevalence rate ratios (PRRs) from a generalised linear model, both unadjusted and adjusted for age and gender, including 95 % confidence intervals (95 % CIs).
The statistical significance level was 0.05 or less. No alterations were made regarding missing data on presence or no presence of cancer. Stata statistical software v. 11 was used for the analyses.
Ethics and approval
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Results

Study population
A total of 1278 completed GP questionnaires (73.8 %) were returned and included in the analyses (Fig. 2) . Five patients were included twice. No significant differences were found between referrals from participating GPs and non-participating GPs concerning hospital distribution, gender, age or probability of cancer diagnoses (Table 1) .
Patient characteristics
The mean age of patients included in the analyses was 65.9 years (sd: 14.7, range: 18-99), and 47.5 % were men. The most frequent chronic diseases at referral were hypertension, chronic lung disease and diabetes (Table 1) .
A total of 82 different symptoms and 51 clinical findings were identified from the GP questionnaires (data not shown). The median number of symptoms was 3.0. Nonspecific symptoms were the most predominant of all registered symptoms; weight loss and fatigue were both present in more than half of all referrals ( Table 2) . Symptoms associated with the highest probability of (Table 3 ). In comparison, the most common cancer types in Denmark in general for men are prostate cancer, lung cancer, colon cancer and urinary tract cancer, while the most common types for women are breast cancer, lung cancer, colon cancer and malignant melanoma.
The median primary care interval for patients diagnosed with cancer was 15 days; the 75 and 90 percentiles were 72 days and 130 days, respectively. Breast, liver and biliary cancer patients seemed to have shorter than average primary care intervals, while patients with metastases or cancer of the prostate, hematopoietic tissue, oesophagus, stomach or small intestine seemed to have longer primary care intervals than all other patients (Table 3 ). However, the study population was too small to provide any statistical precision for these estimates.
Men generally had a significantly higher probability of cancer than women when referred (adjusted PRR = 1.32 (95 % CI: 1.03-1.70)) ( Table 4) .
A more detailed overview of symptoms and clinical findings found to be highly predictive of cancer is presented in Additional file 1.
Cancer probability in different referral groups
Referred patients with five symptoms had a significantly higher probability of having cancer than patients referred with only one symptom (adjusted PRR = 1.68 (95 % CI: 1.06-2.65)) ( Table 4 ). The presence of one or more clinical and/or diagnostic test results implied a significantly higher probability of finding cancer (Table 4) .
Patients from Aarhus constituted 44.8 % of the referrals. These patients had a significantly higher probability of cancer than the patients referred to the hospital in Silkeborg (although not in the adjusted analysis) ( Table 4 ).
In total, 59.0 % of the patients from Silkeborg were referred to further examination at the diagnostic centre compared to 18.8 % of the patients from Aarhus. A higher probability of cancer was found among patients who had not been referred to further examination compared to patients who had been referred. However, this difference was only statistically significant in the group of patients from Silkeborg (Silkeborg: adjusted PRR = 1.62 (95 % CI: 1.05-2.50); Aarhus: adjusted PRR = 1.22 (95 % CI: 0.62-2.41)).
The number of chronic diseases and the length of the primary care interval showed no significant associations with the probability of cancer (Table 4) .
A strong association was found between the GP's assessments of estimated cancer risk at referral and the probability of finding cancer (Table 4) . The GPs' estimations were generally higher than the actual probability of cancer. The probability of cancer was higher if the GP had reported 'strong' or 'very strong' compared to 'no' gut feeling. Furthermore, GP gut feeling showed an association with the four most common clinical findings (weight loss, fatigue, affected general condition and abnormal blood sample) for patients diagnosed with cancer (Prevalence ratio: 1.50 (95 % CI: 0.82-2.75)) ( Table 5 ).
Discussion
Main findings
NSSC-CPP referred patients were a heterogeneous group with over 80 different symptoms, 51 different clinical findings and wide variations in number of symptoms per referral. The most frequent symptoms were non-specific and vague symptoms, which are also very frequent reasons for consultations in general practice [33] . The term 'nonspecific symptom' is used as opposed to specific alarm symptoms as non-specific symptoms are not necessarily indicative of a specific cancer type, but may suggest several cancers or other diseases. Only a few symptoms were highly predictive of cancer; most of these were rare (<2 % of patients), except for lump/tumour which was present in almost 9 % of the patients. The GP's estimation of the patient's risk of cancer at referral showed an expected correlation with the actual probability of cancer. However, it should be noted that the GP's estimated risk was almost twice the size of the actual probability of cancer.
The overall probability of cancer was 16 %. Cancer was found more often in men than in women, which might be explained by the fact that breast cancer often presents with an alarm symptom [34] . In addition, referred men tended to have a higher probability of cancer than referred women [35, 36] .
Affected general condition was the most common clinical finding and the GP's gut feeling was another important clinical finding, which also showed a high probability of cancer (24.0 %). As seen in Table 4 , little influence of gut feeling was less predictive of cancer than no influence, which may be because some patients have clear symptoms where gut feeling has minor importance. Nonetheless, an association was found between the most common findings and gut feeling, as shown in Table 5 . These findings indicate that more research is needed to further explore the role of gut feeling in early diagnosis of serious disease. Our study did not allow identification of the specific components of this gut feeling, but it seems to embrace several clinical aspects that in combination increase the patient's probability of cancer.
The primary care interval for all cancer patients diagnosed in this study was markedly longer than the interval found in previous studies [37, 38] . The long primary care trajectory before referral underlines the complexity of diagnosing these patients, but also stresses the need for quick and easy access to diagnostic investigations [39] , including earlier referral by the GP despite nonspecific symptoms. The higher probability of cancer among patients not referred to further examination at a diagnostic centre may be explained by the separation of patients with specific cancer findings through the filter function; these patients are referred to specific CPPs or other pathways and not to the diagnostic centre. This indicates that the filter function prior to the referral to the diagnostic centre is useful. However, some patients who were terminated by the GP without further examination (watchful waiting) may actually have had a cancer or another serious disease. The present study did not gain insight into this issue, and further research in this area is needed.
The lower percentage (18.8 %) of referrals from the hospital in Aarhus to further examination at the diagnostic centre might partly be explained by the use of an initial CT scan, which may be more effective as a diagnostic instrument and thus may reduce the need for referral to further diagnostic workup. However, it could also be false assurance as no difference was found in the proportions of cancer between non-referred patients and patients referred to the diagnostic centre in Aarhus. Furthermore, the NSSC-CPP at the hospital in Silkeborg had been implemented several years before the NSSC-CPP in Aarhus. This difference may also have affected the number of GPs who chose to refer to the diagnostic centre.
Strengths and weaknesses of the study
A major strength of this study is the prospective design, which allowed us to include all patients referred to the NSSC-CPP and not only already diagnosed cancer patients. Although we included patients prospectively, the questionnaires were sent out retrospectively, and this may have introduced recall bias. To minimise recall bias, we posted our questionnaire to the GP no more than two weeks after inclusion of the patient, and the diagnostic workup for many patients had not been finished by the time the GP received the questionnaire. This also minimized possible information bias as the GPs did not know the results of the referral for many of the patients. To further minimize recall bias, we encouraged the GPs to consult their electronic medical records when filling in the questionnaire. Nevertheless, recall bias might be more pronounced for patients referred through a hospital department as the GPs referred the patients to a hospital department before the patients were referred to the NSSC-CPP by the hospital. Further data on this potential recall bias were not available. Lack of complete information in some questionnaires might have introduced information bias, but this is unlikely to have influenced the estimated probability of cancer or the reported clinical findings.
The register data are considered precise and valid as the cancer information in the DCR was registered prospectively. The DCR has an almost complete registration of all Danish cancer data and has been shown to be accurate [29] . We used the NPR to identify cancer patients diagnosed in 2013, and this method of identifying cancer patients has been reported to have an accuracy of 95 % after four months [32] . The introduced misclassification is considered to be non-differential. The GP response rate is comparable to similar studies using GP questionnaires [34, 37] and must be considered high, which limits potential selection bias. Still, nonresponding GPs may have had patients with special characteristics although a non-response analysis revealed no differences between patients of participating GPs and patients of non-participating GPs.
Although 'gut feeling' is a well-known and common phenomenon among GPs [28] , this notion may have introduced a problem regarding the construct validity as it is uncertain whether GPs regard 'gut feeling' in the same way. Furthermore, 'gut feeling' can be difficult to separate from e.g. the GP's estimation of the patient's risk of cancer in this study design. The association between gut feeling and the four most common findings indicates that gut feeling is often seen in combination with other findings. Further sub analysis showed that no symptoms, clinical findings or abnormal diagnostic test results were stated in the medical records for only 11 of the patients; none of these patients were registered with a GP gut feeling. Furthermore, the fact that the probability of cancer appeared higher with no gut feeling (compared to little gut feeling) indicates that presence of clear signs of cancer does not generally prompt activation of gut feeling. Our results warrant further studies into the importance of 'gut feeling' in early detection of cancer.
